Remarks 



Restriction Requirement under 35 USC §121 

The Applicants herein affirm their oral provisional 
election with traverse. 

Particularly the Applicants respectfully point out to the 
Examiner that the invention is a diagnostic device as well as a 
method for detecting and distinguishing the presence of, 3 8 
different subtypes of human papilloma virus, for example, 
simultaneously. If the diagnostic device were necessarily 
limited in its ability to merely distinguish two papilloma 
viruses at time - a patient at risk for cervical cancer, for 
example, would require 38 2 or 1,444 tests. This is precisely the 
advantage of the current invention . The Applicants therefore 
respectfully submit that restriction to two oligonucleotides 
specific for human papilloma virus is improper under 35 USC §121 
in view of the invention subject matter as a whole. 

All of the oligonucleotides set forth in the Markush group 
of claim 1 are specific for human papilloma virus. 1 Accordingly, 
a single search is required to evaluate the novelty of the 
subject matter. Moreover, the Applicants do not claim these 
oligonucleotides, per se. They are merely reagents for 
employment in the claimed device. 

1 The Applicants have particularly pointed out and described distinct 
oligonucleotide reagents for employment in the device, wherein each 
oligonucleotide is specific for one human papilloma virus subtype. 
These reagents are tabulated into 38 groups at pages 6-25 of the 
specification. The applicants respectfully point out that claim 1 is 
now drawn toward a device which comprises a first oligonucleotide 
corresponding to a first subtype of human papilloma virus and a second 
oligonucleotide corresponding to a second subtype of human papilloma 
virus. The Applicants respectfully submit that, in view of the claims 
now submitted and the written description at pages 6-2 5 of the 
specification, the diagnostic device, reagents, and methods related 
thereto are clearly defined and supported by the specification. 
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The Applicants respectfully submit that a "serious burden" 
does not exist on the Examiner to examine the claims now 
submitted. 2 The examiner is also respectfully referred to 
§8 03.04 of the Manual of Patent Examining Procedure (MPEP) 
Edition 8, August, 2001. The Applicants respectfully request 
the Examiner to withdrawal the restriction requirement. 

Foreign Priority 

The Applicants respectfully defer the submission of a 
certified translation of their priority application under 35 USC 
§119 (b) until prospective allowance of the claims. 3 

Minor Informalities 

The Applicants have corrected the informalities objected to 
by the Examiner at page 4 of the Official Action by amendment to 
the specification. The amendments to the specification are 
presented herewith. 

Claim Rejections 

The Examiner has rejected Claims 1-13 under 35 U.S.C. §112, 
second paragraph. 

At the outset, please note that Claims 4 and 6-12 have been 
canceled. The Applicants have amended claim 1 as recommended by 
the Examiner. Claim 5 now depends from claim 1. Claim 13 has 
been amended as recommended by the Examiner. 

2 Criteria for restriction between patentably distinct inventions. 
MPEP, Edition 8, August, 2001 §803 (B) . 

3 Applicants respectfully submit that under 37 C.F.R. 1.55(4), a 
certified English language translation of a non-English language 
foreign priority application is not required except when, for example, 
the application is involved in an interference or when necessary to 
overcome the date of a reference relied upon by the Examiner. 
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Nucleic acid sequences, each identified by their sequence 
identifiers (SEQ ID NO) , have now been inserted as proper 
Markush groups in claims 1 and 13. Each SEQ ID NO in claim 13 
corresponds to the nucleic acid previously identified by HPV 
subtype, Accession number, and loci. Applicants therefore 
respectfully submit that the nucleic acid sequences do not 
constitute new matter because the original Claim 13, as filed, 
referred to the same sequences using the NCBI Accession Numbers 
of the sequences (e.g., www.ncbi.nih.gov) each of which was 
published at the time of the invention. Accordingly, the 
Applicants hereby state that under 37 C.F.R. §1.821 (g) the 
information filed herewith in support of claim 13 is not new 
matter . 

Accordingly, the Applicants respectfully request, in view 
of the claims now presented, that the Examiner withdrawal the 
rejections under 35 U.S.C. §112, second paragraph. 

The Examiner has rejected Claims 1, 2, 5 and 13 under 35 U.S.C. 
§102 (b) as allegedly anticipated by Van Doom et al . 
(PCT/EP98/05829) . 

The Examiner asserts that Van Doorn et al . teach methods 
and probes for detecting specific HPV subtypes which meet the 
limitations of Claims 1, 2, 5 and 13. 

The Applicants respectfully submit that Van Doorn et al . do 
not disclose any of the oligonucleotides within either of the 
Markush groups of claims 1 or 13. 4 Since the Applicants' 

4 Further, Van Doorn et al . teach probes derived from the D region 
whereas oligonucleotide reagents disclosed and required by the 
Applicants are all derived from an entirely different LI gene region 
of the human papilloma virus. Van Doorn et al . teach probes capable 
of hybridization with the D region of more than one HPV type (page 4, 
lines 17-24). In contrast, each oligonucleotide recited within the 
Markush groups of claims 1 and 13 is specific for a single human 
papilloma virus subtype. The instant invention provides for the 
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invention as claimed requires and is limited to the employment 
of specific oligonucleotide reagents selected from these Markush 
groups - and - Van Doom does not disclose any of these specific 
oligonucleotides, Van Doom et al . do not anticipate the subject 
matter of the invention as now claimed. 5 

Accordingly, Applicants respectfully request that the 
rejection under 35 U.S.C. §102 (b) and Van Doorn et al . be 
withdrawn . 

The Examiner has rejected Claim 3 under §103 (a) as allegedly 
unpatentable over Van Doorn et al . in view of Southern et al . 
(U.S. Patent No. 5,700,637). The Examiner has also rejected 
Claims 5 and 13 under 35 U.S.C. §103 (a) as allegedly 
unpatentable over Van Doorn et al . in view of Bauer et al. (U.S. 
Patent No. 5,639,871) and in further view of Orth (U.S. Patent 
No. 5,981,173) . 

Van Doorn et al. do not teach or suggest any of the 
oligonucleotides recited in either of the Markush groups 
required by claims 1 or 13. Claims 3 and 5 both depend from 
claim 1 and require the same reagents as claim 1. Since none of 
the references cited by the Examiner disclose, contemplate, 
teach, or suggest any of the oligonucleotides now required by 
the claims ,3,5 and 13 - even if the references are combined - 
none supply a critical element of the invention, namely the 
distinct oligonucleotide species , each of which is specific for 
a single human papilloma virus subtype. These specific 



simultaneous detection and identification of HPV subtypes contained in 
a single sample. 

5 A rejection under 35 U.S.C. §102 (b) is proper when the cited reference 
identically discloses the subject matter of the invention as claimed. In re 
Bond , 15 U.S.P.Q. 2d 1566 {Fed. Cir . 1990). 
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oligonucleotides precisely provide the advantage of the current 
invention. 

Accordingly, Applicants respectfully request that the 
rejections under 35 U.S.C. §103 (a) be withdrawn. 



For all the foregoing reasons, the Applicants submit that 
Claims 1-3, 5 , and 13-19 are in condition for allowance. Early 
action toward this end is courteously solicited. The Examiner 
is kindly encouraged to telephone the undersigned in order to 
expedite any detail of the prosecution. 

The Commissioner is authorized to charge any deficiency or 
credit any overpayment in connection herewith to Deposit Account 
No. 13-2165. 



Date: October 10, 2002 

MATHEWS, COLLINS, SHEPHERD & McKAY, P. A. 
100 Thanet Circle, Suite 306 
Princeton, New Jersey 08540-3662 
Telephone: (609) 924-8555 
Telecopier: (609) 924-3036 

Enclosures: Appendix A 




Respectfully submitted, 



Patrick H. Higgins 
Reg. No. 3 9,709 
Attorney for Applicant 



Sequence Listing 
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Appendix A 



In the Specification: 

Please insert at page 1, line 1 the following paragraph: 

This application claims priority under 35 U.S.C. §119 (b) to 
Taiwan Patent Application No. 90110785 filed April 5, 2001, the entire 
disclosure of which is incorporated by reference herein. 

(Page 25, line 5) Each dot on the carrier 11 is an oligonucleotide 
selected from Tables 1 to 36. For example, an oligonucleotide on the 
carrier 11 could be selected from one of the sequences numbered [M1101 
to Ml 12 4] SEQ ID NO: 1 to SEQ ID NO 24 (shown in Table 1) for 
identifying the subtype 11 of human papilloma viruses (HPV 11) . 

(Page 25, line 9) The method for mounting the oligonucleotides on 
the carrier 11 (the nylon membrane) is described as follows. 

1 . -TTTTTTTTTTTTTTT (SEQ ID NO: 647) is added to the 3' end of the 
oligonucleotide provided by the present invention by terminal 
transferase according to the following steps 1.1 to 1.3. 

(Page 26, line 15) Each dot on the carrier 21 is an oligonucleotide 
selected from Tables 1 to 36. For example, an oligonucleotide on the 
carrier 21 could be selected from one of the sequences numbered [Ml 101 
to M1124] SEQ ID NO: 1 to SEQ ID NO: 24 (shown in Table 1) for 
identifying the subtype 11 of human papilloma viruses (HPV 11) . 

(Page 28, line 5) 2.1 Glutaldehyde-3-phosphodehydrogenase gene is 
used as the internal control of the polymerase chain reactions 
according to the following steps 2.1.1 to 2.1.3. 
2.1.1 Mixing the following components: 

Reagent Stock amount Final 

concentration 

Sterile H 2 0 276 

10X Taq Buffer 0.5 IX Taq Buffer 
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dNTP 

Template 

GAP241-5 1) 

primer 

GAP241-3 2) 

primer 

ProTaq 

(PROTECH) 



Total 

volume ( jil ) 



2.5 mM 0.4 

1 

10 pmol/ul 0.2 
10 pmol/ul 0.2 



5 U/vil 



0.1 



200 ]M 
0.4 pmol/yl 
0 . 4 pmol/ul 
0.1 U/ul 



1) Gap21-5 (SEQ ID NO: 648) : CCACCAACTGCTTAGCACCCC 

2) Gap21-3 (SEQ ID NO: 649) : TGCAGCGTACTCCCCACATCA 

3) The proper amount of mineral oil is added to prevent the 
evaporation . 



(Page 28, line 11) 2.1.2 The polymerase chain reaction is 
performed according to the following programs. 



Program 1 


Program 2 


Program 3 




94°C , 15 [#] seconds 




94°C , 


57°C , 


72°C , 


3 minutes 


1 minute 


5 minutes 




72°C , 30 seconds 





40 cycles 



(Page 29, line 8) 2.2.2 The polymerase chain reaction is 
performed according to the following programs. 

Program 1 Program 2 Program 3 

94°C , 15 [#] seconds 

94°C , 45°C , 72°C , 
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3 minutes 1 minute 5 minutes 

72°C , 

1 . 5 minutes 
45 cycles 



(Page 32, line 22) The subtype of human papilloma viruses 
identified by each dot of the dot array 32 is illustrated in Fig. 
3(b). SC (system control) presents the PCR product amplified from 
any subtype of human papilloma viruses and biotin-contained primer. 
NC (negative control) presents the plants DNA fragment irrelevant to 
HPV. IN (internal control) presents the sequence 5'- 
gcccagactgtgggtggcag-3' ( SEQ ID NO: 650) of the housekeeping gene, 
Glyceraldehyde~3-Phosphate Dehydrogenase (GAP-DH) . 



In the Claims : 

1. (Amended) A detector for simultaneously detecting and 
identifying at least one subtype [s] of human papilloma virus [es] (HPV) 
contained in a sample selected from the group consisting of (HPV 6, 
HPV 11, HPV 16, HPV 18, HPV 26, HPV 31, HPV 32, HPV 33, HPV 35, HPV 
37, HPV 39, HPV 42, HPV 43, HPV 44, HPV 45, HPV 51, HPV 52, HPV 53, 
HPV 54, HPV 56, HPV 58, HPV 59, HPV 61, HPV 62, HPV 66, HPV 67, HPV 
68, HPV 69, HPV 70, HPV 72, HPV 74, HPV 82, HPV CP8061, HPV CP8034, 
HPV L1AE5, HPV MM4 , HPV MM 7 and HPV MM8) , comprising: 

a) a carrier [having] comprising a first part and a second 
part for carrying said sample thereon; 

b) a first oligonucleotide corresponding to a 
deoxyribonucleic acid contained in a first subtype of human 
papilloma virus carried on said first part of said carrier; and 

c) a second oligonucleotide corresponding to a 
deoxyribonucleic acid contained in a second subtype of human 
papilloma virus carried on said second part of said carrier, 
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wherein said first and second oligonucleotides are each selected 
from the group consisting of: [respectively hybridized with 
deoxyribonucleic acids contained in a first subtype of human papilloma 
virus and a second subtype of human papilloma virus for simultaneously 
detecting and identifying subtypes of human papilloma viruses.] 
(SEQ ID NO: 1, SEQ ID NO: 2, SEQ ID NO: 3, SEQ ID NO: 4, 
SEQ ID NO: 5, SEQ ID NO: 6, SEQ ID NO: 7 , SEQ ID NO: 8, 



SEQ 


I D 


NO : 


9 


SEQ ID NO: 


1 0 
x u , 


SEQ ID NO: 


11 

X X , 


SEO 

kJ J_i V 


ID NO: 


12 

X ^ , 


SFO 


I D 


NO : 


1 3 

X O , 




t n 

X LJ 


NO • 


1 4 
x *± , 




T D 

X LJ 




15, 


SEQ 
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X LJ 


NO • 


16 

X <u , 


OSlt\J 


t n 

X LJ 


IN w . 


1 7 
x / , 




t n 

X u 


NO • 




OHj^ 


t n 

X LJ 


NO • 


19, 


SFO 


t n 

X LJ 


NO * 

LN \J . 
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T D 

_L LJ 




Z. X , 




t n 

X LJ 
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LN W • 
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X LJ 
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X LJ 
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24 
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X LJ 
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X lj 
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X LJ 
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X LJ 
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t n 

X LJ 


NO • 

LN V_/ . 


32 , 




I D 


NO : 


33 , 




t n 

X LJ 


NO : 


34 
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X LJ 
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SEQ ID NO: 640, SEQ ID NO: 641, SEQ ID NO: 642, 
SEQ ID NO: 643, SEQ ID NO: 644, SEQ ID NO: 645, 
and SEQ ID NO: 646) , or a complementary sequence thereof. 

5. (Amended) The detector according to claim [4] 1, wherein said 
detector is an oligonucleotide chip. 

13. (Amended) A method for detecting a subtype of human papilloma 
virus [es] DNA contained in a sample, comprising the steps of: 
a) providing an oligonucleotide [complementary to a 
sequence specific to said subtype of human papilloma viruses] 
about 15 to about 30 bases in length, that is complementary to a 
DNA sequence selected from the group consisting of 
(SEQ ID NO: 651, SEQ ID NO: 652, SEQ ID NO: 653, SEQ ID NO: 654, 



SEQ 


ID 


NO: 


655, 


SEQ 


ID 


NO: 


656, 


SEQ 


ID 


NO 


: 657, 


SEQ 


ID 


NO: 


658, 


SEQ 


ID 


NO: 


659, 


SEQ 


ID 


NO: 


660, 


SEQ 


ID 


NO 


: 661, 


SEQ 


ID 


NO: 


662, 


SEQ 


ID 


NO: 


663, 


SEQ 


ID 


NO: 


664, 


SEQ 


ID 


NO 


: 665, 


SEQ 


ID 


NO: 


6 6 6, 


SEQ 


ID 


NO: 


667, 


SEQ 


ID 


NO: 


668, 


SEQ 


ID 


NO 


: 669, 


SEQ 


ID 


NO: 


670, 


SEQ 


ID 


NO: 


671, 


SEQ 


ID 


NO: 


672, 


SEQ 


ID 


NO 


: 673, 


SEQ 


ID 


NO: 


674, 


SEQ 


ID 


NO: 


675, 


SEQ 


ID 


NO: 


676, 


SEQ 


ID 


NO 


: 677, 


SEQ 


ID 


NO: 


678, 


SEQ 


ID 


NO: 


679, 


SEQ 


ID 


NO: 


680, 


SEQ 


ID 


NO 


: 681, 


SEQ 


ID 


NO: 


682, 


SEQ 


ID 


NO: 


683, 


SEQ 


ID 


NO: 


684, 


SEQ 


ID 


NO 


: 685, 


SEQ 


ID 


NO: 


686, 


SEQ 


ID 


NO: 


687, 


and 


SEQ ID 


NO: 


688) 


or 


a 


complementary 


sequence 



thereof; 



b) hybridizing said oligonucleotide with the 
[deoxyribonucleic acid (DNA) ] DNA contained in said sample; 

c) removing non-hybridized DNA contained in said sample; 

and 

d) detecting [hybridized DNA to show whether said subtype 
of human papilloma viruses contained in said sample,] a 
hybridization complex formed between said oligonucleotide an d 
said DNA as indicative of the presence of said subtype of human 
papilloma virus contained in said sample, [wherein said sequence 
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specific to said subtype of human papilloma viruses is 
from following 
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